A Case of Tuberculous Granulomatous Panniculitis without Vasculitis
in the mediastinum and signs of congestive heart failure without any parenchymal lesion. Thoracocentesis revealed a transudate with lymphocyte predominance (67%). Adenosine deaminase was within the normal range, and both culture and polymerase chain reaction (PCR) of pleural fluid were negative for Mycobacterium tuberculosis (MTB). Flow cytometry showed pleural B-cell chronic lymphocytic leukaemia infiltration, leading to the diagnosis of malignant pleural effusion. Chemotherapy with chlorambucil 0.3 mg/kg/day (5 days/ month) and prednisone (1 mg/kg/day) was started, leading to stabilization of the pleural effusion.
One month later, the patient presented with superficial erythematous plaques on the anterior side of the left leg ( fig. 1 ) without fever. Stasis dermatitis seemed the most probable diagnosis and chemotherapy was continued. After 3 weeks, erythematous painless deep nodules appeared on the left popliteal fossa and on the left thigh ( fig. 2) .
Cutaneous biopsy revealed granulomatous panniculitis without caseation necrosis or vasculitis ( fig. 3 ). Ziehl-Neelsen stain was negative for acid-fast bacilli and skin tissue culture negative for MTB. The result of the T-SPOT.TB interferon-gamma release assay (IGRA) was twice indeterminate. Immunophenotyping for chronic lymphocytic leukaemia was negative and fungal infection was excluded. The patient developed heart failure unresponsive to diuretic treatment and rapid general status alteration. Palliative care was initiated, with the family's agreement, and further pulmonary investigations and blood cultures were not performed. The patient died from the heart failure and autopsy was refused by the family. Urinary culture performed a few days before death because of the appearance of isolated leukocyturia showed the presence of MTB. As PCR for MTB was not initially performed on a fresh cutaneous sample in the absence of acid-fast bacilli, it was done on paraffin-embedded skin samples and shown to be positive post mortem. The final diagnosis was reactivation of latent tuberculosis (TB) with cutaneous and genitourinary localisations. Reactivation was induced by deep immunosuppression associated with chemotherapy and haematological disease.
Discussion
TB remains a major global health problem. As reported by World Health Organization (WHO) in 2012, an estimated 8.6 million people developed TB and 1.3 million died from the disease.
Cutaneous TB constitutes about 1-2% of extrapulmonary TB cases [1] . Cutaneous TB lesions show a wide spectrum of morphology, which depends on the endemic zone as well as the patient's age and cellular immune status. Cutaneous TB is classified by bacterial load into multibacillary and paucibacillary forms or according to the mechanism of propagation (direct inoculation, contiguous infection and haematogenous dissemination) [1] . Of all the clinical types, scrofuloderma is the most commonly encountered variant worldwide [1] .
We retained the diagnosis of tuberculous granulomatous panniculitis without vasculitis. This presentation is rare and may be part of the heterogeneous histopathologic spectrum of erythema induratum of Bazin (nodular vasculitis). Controversy persists in the literature about whether or not the presence of vasculitis is a histopathologic requirement to establish the diagnosis of erythema induratum of Bazin. In some cases with all the stereotypical clinicopathologic features of erythema induratum of Bazin, serial sections of the sample are unable to demonstrate signs of vasculitis. Therefore vasculitis is not considered as a sine qua non criterion for the diagnosis of erythema induratum of Bazin when other characteristic findings are present [2, 3] . Erythema nodosum is a frequent type of panniculitis [4] . This diagnosis was eliminated in our patient as the nodules were completely painless with atypical localization. Miliary TB was also suspected because of cellular immunosuppression, but skin biopsy and culture of pleural effusion were not consistent with this diagnosis.
The diagnosis of cutaneous TB requires the correlation of clinical findings with histopathology and microbiological tests. Presence of epithelioid granulomas on biopsy samples is not specific for TB and may also be seen in other conditions such as deep fungal infection, leprosy, sarcoidosis or nontuberculous mycobacteria [1] .
IGRA should not be used for the diagnosis of TB in elderly patients as the pre-test probability for TB is high and as the prevalence of indeterminate results increases in individuals aged >75 years [5] . Furthermore, the sensitivity of this test is reduced in immunocompromised patients [6] .
Mycobacterial culture is the gold standard diagnostic tool. However, it takes about 4 weeks, delaying the diagnosis. Failure to cultivate mycobacteria does not exclude the diagnosis of cutaneous TB, especially in paucibacillary forms [1, 7] .
Nowadays, the molecular biology approach generates new insights to diagnose TB [8] . Xpert MTB/RIF is an automated PCR that can detect both MTB complex and rifampicin resistance within 2 h after starting the test. It is a diagnostic tool for pulmonary TB recommended by the WHO with an overall pooled sensitivity and specificity of 90.4 and 98.4%, respectively [9] . However, for extrapulmonary TB, its sensitivity varies widely between different studies, depending on the localization of the TB [10] . In one and the same metaanalysis, the sensitivity of this assay for extrapulmonary TB was 80.4% and its specificity was 86.1% [9] . For cutaneous TB no study has yet been carried out.
In our case, PCR analysis of the IS6110 fragment of MTB -an insertion element that exists exclusively within the members of the MTB complex [7, 11] -finally led to the diagnosis. Different studies highlighted the contribution of PCR for the diagnosis of TB in granulomatous panniculitis [4, 7, 12] . Chen et al. [4] showed that in a Chinese population PCR was positive in 38.9 and 30.4% of cases of nodular vasculitis and erythema nodosum, respectively, suggesting that these lesions are associated with active TB. Another study in Taiwan demonstrated that PCR was positive in 56.2% of cutaneous specimens of cases showing granulomatous inflammation without acid-fast bacilli [7] . Obieta et al. [13] showed on Filipino patients that PCR was a suitable technique for the diagnosis of TB in formalin-fixed, paraffinembedded skin tissue specimens: 1 out of 4 specimens of erythema induratum had positive PCR for the 123-bp segment of the IS6110 gene.
The diagnosis of cutaneous TB in immunosuppressed and elderly people is challenging. It should be systematically considered in the presence of granulomatous panniculitis, even in the absence of vasculitis. In such cases, physicians must not hesitate to perform and repeat cutaneous biopsies and use both histopathology and PCR to confirm the diagnosis.
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